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due to the chemical composition of this product. As described in the Group A
Product Chemistry study (MRID 49672601, p. 26 of 35) ProduceFreshilj N

This lower limit is further supported by the
GLP storage stability data (MRID 49672604).

e. The formulation does not contain an impurity mentioned in section Discussion of

Formation of Impurities of MRID 49672601, see Confidential Attachment, GLN
830.1670.

Registrant response: The Group A Product Chemistry study (MRID 49672601, p.
|26 of 35i iicaccs het (N

during the production process. The reaction processes for the production

of ProduceFresh are provided below.
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f. The formulation is not supported with data provided in section Description of
Production/Formulation process of MRID 49672601, see Confidential Attachment,
GRNs 830.1620 and 830.1650.

Registrant response: The responses to the questions above tully describe the
Production and Formulation process and the revised CSF represents the formulation
as sold.

3. Description of Materials Used to Produce the Product provided in MRID 49672601 does
not contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

Registrant response: The CSI identifies —used in the production of

ProduceFresh. While the Description of the Materials Used to Produce the Product does
not specifically identifyias one of the starting materials, the CAS # and source
—arc identified on the CSF. Further, the CSF is found in the Group A Product
Chemistry study (MRID 49672601) on page 24 of 35 under the Guideline requirement
for 830.1600. Therefore, the Agency has the information necessary to satisfy this
guideline requirement.

4. As per MRID 49672601, the product is ready for sell and distribution after some time
delay from the date of production and packaging. However, the time delay value is not
provided. The requirements of Guideline 830.1620 (Description of Production Process)
are not satisfied.

Registrant response: With all products there will be time between the production and
packaging of a product and its distribution into the market. There is no requirem.ent
under FIFRA to describe or quantify that time. Manufacturers must only ensure that their
product is produced and distributed according to the specifications presented on the CSF.
Puricore noted this time delay in describing the rationale for
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The information presented under OCSPP Guideline 830.1620 indicates multipie avality
control measurements throughout the production process to ensure that ProducelFresh is
meeting the EPA approved product specifications. These steps ensure that the prociuct
that is manufactured, sold, and distributed is within the specifications presented on the
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CSF and in compliance with FIFRA. The OCSPP Guideline 830.1620 requirement has
been fulfilled.

5. Discussion of Formation of Impurities is not supported with chemical equations
describing the transformation of starting materials into the final product and by-products
and the Preliminary Analysis data. No assessment was conducted to get an amount of

mentioned _The requirements of Guideline 830.1670 are not

satisfied.

Registrant response: The Preliminary Analysis did not include an assessment of_

Please also see the response to
question 2e above, which provides the chemical equations describing the transformation
of the starting materials into the final product and by-products.

6. Preliminary analysis study is not acceptable because the analysis did not evaluate an
impurity mentioned in section Discussion of Formation of Impurities of MRID
49672601, sece Confidential Attachment, GRN 830.1670. The requirements of Guideline
830.1700 are not satisfied.

Registrant response: This question has been answered in the response for question 5
above. The requirements of Guideline 830.1700 have been satistied.

7. As per MRID 49672601, the upper certified limit has been fitted equal to production
concentration, and it is not based on the nominal concentration pertained to ready-to-use
product and/or Preliminary Analysis data. The lower certified limit is based on
accelerated storage stability test result that is not acceptable due to the temperature
deviation from the standard requirements (see Finding 8 below). Therefore, the
requirements of Guideline 830.1750 are not acceptable.

Registrant response: The standard upper and lower limits (+/- 10%) for a nominal
concentration of 0.45% would be 0.50% (UL) and 0.41% (LL).

The lower limit is further supported by the storage stability data (MRID
49672604), which shows that a starting concentration of 0.47% can be exoectud to
degrade to 0.33%, which is well outside of the standard lower limit of 0.41%. Based on
the known properties of HOCI and other similar products (sodium hypochlori.e), the
wider certified limits are justified to ensure that the product stays within the product
specification.

8. As per MRID 49672604 issued 08/21/2015, Storage Stability and <Cerrosion
Characteristics accelerated tests were conducted at temperature 40°C during 30 days. The
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Notes to PM:

1. The substance tested for group B data and described in MRID 49672603 has a higher

level of the nominal concentration compared with the same on the CSF and the label

0.65% vs 0.45%). Additionally. the test substance contai n 'mpurity_
that is not shown

in the formulation and has not been evaluated during the studies. Thus, the group B data
are questionable.

Registrant response: The percentage of hypochlorous acid used in the Group B product
chemistry study is 0.69% FAC as stated on the Certificate of Conformance (page 25 of
25). Converting the amount of FAC to hypochlorous acid, there is 0.51% hypochlorous
acid in the test material, which is within the proposed upper limit presented on the CSF.
The ratio of the molecular weights for FAC and hypochlorous acid was described in
question 10 above. Using the ratio (1.35), 0.51% HOCI is equal to 0.69% FAC.

Further, EPA accepted Group B Product Chemistry data (MRID 49672703) supporting
the registration of FloraFresh (EPA Reg No 91685-2), containing 0.3% hypochlorous
acid, resulted in virtually identical data. The following summary table provides a side-
by-side comparison of the available product chemistry data demonstrating that small
differences in the amount of hypochlorous acid does not affect the product chemistry
profile.

ProduceFresh Study
(MRID 49672603)
0.5% HOCI)
Colorless to slightly pale yellow
Clear liquid

Physical/Chemical
Characteristic

FloraFresh Study
(MRID 49672703)
(0.3% HOCD)
Color Very light yellowish

Physical State Clear liquid

Odor Acid-like Chlorine-like
Oxidation/Reduction Compatible Compatible
oH (1% w/w) 5.46 5.44

1.0 (20°C)/0.7 (40°C)
1.003 g/mL

1.0 (20°C)/0.7 (40°C)
1.005 g/mL

Viscosity (Kinematic)
Density (@ 20°C

Lastly, please note that the profile summarized on page 6 of the Group B proauct

chemistry study was transcribed incorrectly from Appendix A: Protocol (page 16 of 25).
which stated that there is din the product. Note that this
profile is general in nature and is based on the chemistry of the production process nnt an

analytical result. The Certificate of Conformance (page 25 of 25) should be reiied upon
for the percent of active ingredient (0.69% FAC = 0.51% HOCI).

As per the cover letter dated 08/27/2015, the chemical equation provided in sestion
Chemistry evaluates by-product that was not fouad under
Preliminary Analysis and is not mentioned in Discussion of Formation of Impurities.

*Manufacturing process information may be entitled to confidential treatment*
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Reoistrant response: Please note that the cover letter discussion that describes the use

3. As per the current CSF, it looks like the product is created by I i h
the active ingredient that is not in compliance with Description of Production Process

provided in MRID 49672601.

This question has been addressed in Question 3, above.

*Manufacturing process information may be entitled to confidential treatment*
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*Manufacturing process information may be entitled to confidential treatment*

Description of Materials Used to Produce the Product provided in MRID 49672601 does
not contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

As per MRID 49672601, the product is ready for sell and distribution after some time
delay from the date of production and packaging. However, the time delay value is not
provided. The requirements of Guideline 830.1620 (Description of Production Process)
are not satisfied.

Discussion of Formation of Impurities is not supported with chemical equations
describing the transformation of starting materials into the final product and by-products
and the Preliminary Analysis data. No assessment was conducted to get an amount of

mentioned _ The requirements of Guideline 830.1670 are not

satisfied.

Preliminary analysis study is not acceptable because the analysis did not evaluate an
impurity mentioned in section Discussion of Formation of Impurities of MRID
49672601, see Confidential Attachment, GRN 830.1670. The requirements of Guideline
830.1700 are not satisfied.

As per MRID 49672601, the upper certified limit has been fitted equal to production
concentration, and it is not based on the nominal concentration pertained to ready-to-use
product and/or Preliminary Analysis data. The lower certified limit is based on
accelerated storage stability test result that is not acceptable due to the temperature
deviation from the standard requirements (see Finding 8 below). Therefore, the
requirements of Guideline 830.1750 are not acceptable.

As per MRID 49672604 issued 08/21/2015, Storage Stability and Cortrosion
Characteristics accelerated tests were conducted at temperature 40°C during 30 days. The
condition of the tests is based on old EPA intemal instruction issued 3/31/2011 that is no
longer valid. The current requirements for an accelerated test are provided in EPA
Memorandum dated 11/16/2012. Therefore, the condition of the tests does not satisfy the
requirements of Guidelines 830.6317 and 830.6320, respectively.

In accordance with the Memorandum, for Storage Stability and Corrosion Characteristics,
tae registrant should provide results for a minimum of 1 year from a GLP compliant
ctorage stability and corrosion characteristics study. The concentration of the active
ingredients in the product must be determined at the beginning of the test period and
every 3 months thereafter for a period of 1 year.

or

Conduct a Storage Stability and Corrosion Characteristics study for 14 days at elevated
‘cmperature 54°C+2°C. The test shall be conducted in compliance with the Good
Laboratory Practice standards (GLP) under 40 CFR Part 160.135(b). The concentration(s)
of the active ingredient(s) in the product shall be determined at the beginning of the test
period and after 14 days, using a validated analytical method. The product should be
quantitatively analyzed for active ingredient content and changes in impurities as a result
of degradation or packaging deterioration over the test period. Either test should be

Page 4 of 10
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Confidential Appendix A

830.1550. Product Identity and Composition

EPA Reg. No. 91685-R is an end-use product, containing the active ingredients Hypochlorous
Acid, CAS No. 7790-92-3 with a label claim nominal concentration of 0.45%, and other
ingredients content of 99.55%. The product is intended to reduce bacterial pathogens on
processed fruit and vepetable surfaces. The product is produced by an integrated system. The
requirements of Guideline 830.1550 are satisfied.

830.1600. Description of Materials Used to Produce the Product

Description of Materials Used to Produce the Product provided in MRID 49672601 does not
contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

£30.1620. Description of Production Process

As per MRID 49672601, the product is ready for sell and distribution after some time delay from
the date of production and packaging. However, the time delay value is not provided.
Additionally, the Description is not accompanied with chemical equations describing
scientifically the production process with evaluation of by-products. The requirements of
Guideline 830.1620 are not satisfied.

830.1670. Discussion of Formation of Impurities

Data provided in MRID 49672601 describe the formation of impurities during the production
process not based on established chemical theory without providing chemical equations
pertained to the current production process. The study only mentioned in
the product but no data about its amount (concentration) are provided. The requirements of
Guideline 830.1670 are not satisfied.

830.1700. Preliminary Analysis

Prelimincry Analysis data are provided in MRID 49672602 and are listed in the table below. The
study is ot acceptable because the analysis did not evaluat( i} mentioned in section
Discussion of Formation of Impurities of MRID 49672601 as well as other possible by-products.

*Manufacturing process information may be entitled to confidential treatment*

Page 8 of 10
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*Manufacturing process information may be entitled to confidential treatment*

Notes to PM:

1. The substance tested for group B data and described in MRID 49672603 has a higher
level of the nominal concentration compared with the same on the CSF and the label

0.65% vs 0.45%). Additionally, the test substance contains an impurity [ Gzl
that is not shown

in the formulation and has not been evaluated during the studies. Thus, the group B data
are questionable.

2. As per the cover letter dated 08/27/2015, the chemical equation provided in section
Chemistry evaluates by-product_thal was not found under
Preliminary Analysis and is not mentioned in Discussion of Formation of Impurities.

3. As per the current CSF, it looks like the product is created by ||| G-
the active ingredient that is not in compliance with Description of Production Process

provided in MRID 49672601.

Page 10 of 10
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*Manufacturing process information may be entitled to confidential treatment*

Description of Materials Used to Produce the Product provided in MRID 49672601 does
not contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

As per MRID 49672601, the product is ready for sell and distribution after some time
delay from the date of production and packaging. However, the time delay value is not
provided. The requirements of Guideline 830.1620 (Description of Production Process)
are not satisfied.

Discussion of Formation of Impurities is not supported with chemical equations
describing the transformation of starting materials into the final product and by-products
and the Preliminary Analysis data. No assessment was conducted to get an amount of
mentioned * The requirements of Guideline 830.1670 are not
satisfied.

Preliminary analysis study is not acceptable because the analysis did not evaluate an
impurity mentioned in section Discussion of Formation of Impurities of MRID
49672601, see Confidential Attachment, GRN 830.1670. The requirements of Guideline
830.1700 are not satisfied.

As per MRID 49672601, the upper certified limit has been fitted equal to production
concentration and it is not based on the nominal concentration pertained to ready-to-use
product and/or Preliminary Analysis data. The lower certified limit is based on
accelerated storage stability test result that is not acceptable due to a temperature
deviation from standard requirements (see Finding 8 below). Therefore, the requirements
of Guideline 830.1750 are not acceptable.

As per MRID 49672604, Storage Stability and Corrosion Characteristics accelerated tests
were conducted at temperature 40°C during 30 days. Therefore, the conditions of the tests
do not satisfy the requirements of Guidelines 830.6317 and 830.6320, respectively.

For Storage Stability and Corrosion Characteristics, the registrant should provide results
for a minimum of 1 year from a GLP compliant storage stability and corrosion
characteristics study. The concentration of the active ingredients in the product must be
determined at the beginning of the test period and every 3 months thereafter for a period
of 1 year.

Or

Conduct a Storage Stability and Corrosion Characteristics study for 14 days at elevated
temperature 54°C+2°C. The test shall be conducted in compliance with the Good
Laboratory Practice standards (GLP) under 40 CFR Part 160.135(b). The concentration(s)
of the active ingredient(s) in the product shall be determined at the beginning of the test
period and after 14 days, using a validated analytical method. The product should be
quantitatively analyzed for active ingredient content and changes in impurities as a result
of degradation or packaging deterioration over the test period. Either test should be
conducted with the product in its commercial package or in smaller packages of the same
construction and materials.

Page 4 of 10
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Confidential Appendix A

830.1550. Product Identity and Composition

EPA Reg. No. 91685-R is an end-use product, containing the active ingredients Hypochlorous
Acid, CAS No. 7790-92-3 with a label claim nominal concentration of 0.45%, and other
ingredients content of 99.55%. The product is intended to reduce bacterial pathogens on
processed fruit and vegetable surfaces. The product is produced by an integrated system. The
requirements of Guideline 830.1550 are satisfied.

830.1600. Description of Materials Used to Produce the Product

Description of Materials Used to Produce the Product provided in MRID 49672601 does not
contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

830.1620. Description of Production Process

As per MRID 49672601, the product is ready for sell and distribution after some time delay from
the date of production and packaging. However, the time delay value is not provided.
Additionally, the Description is not accompanied with chemical equations describing
scientifically the production process. The requirements of Guideline 830.1620 are not satisfied.

830.1670. Discussion of Formation of Impurities

Data provided in MRID 49672601 describe the formation of impurities during the production
process not based on established chemical theory without providing chemical equations
pertained to the current production process. The study only mentioned || GG
the product but no data about its amount (concentration) are provided. The requirements of
Guideline 830.1670 are not satisfied.

830.1700. Preliminary Analysis

Preliminary Analysis data are provided in MRID 49672602 and are listed in the table below. The
study is not acceptable because the analysis did not evaluate _mentioned in section
Discussion of Formation of Impurities of MRID 49672601.

7 Summary Eyl" Composition i
Teost Suhatane b N “Hypochlorous % Free Available
I'est Substance ID Batch No. acid Chlorine (FAC)
VP-1 032415 0.46 0.62
ProduceFresh VP-2 032415 0.50 0.68
Produce Quality VP-3 032415 0.42 0.56
Treatment Solution V-4 032415 0.42 . 0.37
VP-5032415 0.46 I .63
Page 8§ of 10
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*Manufacturing process information may be entitled to confidential treatment*

Notes to PM:

1. The substance tested for group B data and described in MRID 49672603 has a higher
level of the nominal concentration compared with the same on the CSF and the label
(0.65% vs 0.45%). It looks like the FAC is presumed. Additionally, the test substance

conain oo o I
_that does not shown in the formulation and has not been evaluated during

the studies.

2. As per the cover letter dated 08/27/2015, the chemical equation provided in section
Chemistry evaluates byuproductjthat is not found under

Preliminary Analysis and is not mentioned in Discussion of Formation of Impurities.

3. As per the current CSF, it looks like the product is created by || GcNG-CG:
the active ingredient that is not in compliance with Description of Production Process

provided in MRID 49672601. It is impossible to explain the presence of -n the
formulation without providing a pre-reaction CSF.
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*Manufacturing process information may be entitled to confidential treatment*

Description of Materials Used to Produce the Product provided in MRID 49672601 does
not contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

As per MRID 49672601, the product is ready for sell and distribution after some time
delay from the date of production and packaging. However, the time delay value is not
provided. The requirements of Guideline 830.1620 (Description of Production Process)
are not satisfied.

Discussion of Formation of Impurities is not supported with chemical equations
describing the transformation of starting materials into the final product and by-products
and the Preliminary Analysis data. No assessment was conducted to get an amount of

mentioned _The requirements of Guideline 830.1670 are not

satisfied.

Preliminary analysis study is not acceptable because the analysis did not evaluate an
impurity mentioned in section Discussion of Formation of Impurities of MRID
49672601, see Confidential Attachment, GRN 830.1670. The requirements of Guideline
830.1700 are not satisfied.

As per MRID 49672601, the upper certified limit has been fitted equal to production
concentration and it is not based on the nominal concentration pertained to ready-to-use
product and/or Preliminary Analysis data. The lower certified limit is based on
accelerated storage stability test result that is not acceptable due to a temperature
deviation from standard requirements (see Finding 8 below). Therefore, the requirements
of Guideline 830.1750 are not acceptable.

As per MRID 49672604, Storage Stability and Corrosion Characteristics accelerated tests
were conducted at temperature 40°C during 30 days. Therefore, the conditions of the tests
do not satisfy the requirements of Guidelines 830.6317 and 830.6320, respectively.

For Storage Stability and Corrosion Characteristics, the registrant should provide results
for a minimum of 1 year from a GLP compliant storage stability and corrosion
characteristics study. The concentration of the active ingredients in the product must be
determined at the beginning of the test period and every 3 months thereafter for a period
of | year.

Or

Conduct a Storage Stability and Corrosion Characteristics study for 14 days at elevated
temperature 54°C+2°C. The test shall be conducted in compliance with the Good
Laboratory Practice standards (GLP) under 40 CFR Part 160.135(b). The concentration(s)
of the active ingredient(s) in the product shall be determined at the beginning of the test
period and after 14 days, using a validated analytical method. The product should be
quantitatively analyzed for active ingredient content and changes in impurities as a result
of degradation or packaging deterioration over the test period. Either test should be
conducted with the product in its commercial package or in smaller packages of the same
construction and materials.
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Confidential Appendix A

830.1550. Product Identity and Composition

EPA Reg. No. 91685-R is an end-use product, containing the active ingredients Hypochlorous
Acid, CAS No. 7790-92-3 with a label claim nominal concentration of 0.45%, and other
ingredients content of 99.55%. The product is intended to reduce bacterial pathogens on
processed fruit and vegetable surfaces. The product is produced by an integrated system. The
requirements of Guideline 830.1550 are satisfied.

830.1600. Description of Materials Used to Produce the Product

Description of Materials Used to Produce the Product provided in MRID 49672601 does not
contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

830.1620. Description of Production Process

As per MRID 49672601, the product is ready for sell and distribution after some time delay from
the date of production and packaging. However, the time delay value is not provided.
Additionally, the Description is not accompanied with chemical equations describing
scientifically the production process. The requirements of Guideline 830.1620 are not satistied.

830.1670. Discussion of Formation of Impurities

Data provided in MRID 49672601 describe the formation of impurities during the production
process not based on established chemical theory without providing chemical equations
pertained to the current production process. The study only mentioned _in
the product but no data about its amount (concentration) are provided. The requirements of
Guideline 830.1670 are not satisfied.

830.1700. Preliminary Analysis

Preliminary Analysis data are provided in MRID 49672602 and are listed in the table below. The
study is not acceptable because the analysis did not evaluate _mentioned in section
Discussion of Formation of Impurities of MRID 49672601.

N Summary of Composition 7
el A LS “ullypochlorous % Free Available
I'est buhstdnfc ID Batch No. ey Chlorine (FAC)
VP-1 032415 .46 0.62
ProduccFresh VP-2 032415 050 0.68
Produce Quality V-3 032415 : 0.42 0.56
Treatment Solution VP-4 032413 0.42 dr 0.57
VP-5032415 0.46 0.63
Page 8 of 10
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*Manufacturing process information may be entitled to confidential treatment*

Notes to PM:

1. The substance tested for group B data and described in MRID 49672603 has a higher
level of the nominal concentration compared with the same on the CSF and the label
(0.65% vs 0.45%). It looks like the FAC is presumed. Additionally, the test substance
contains an impurity

Fthat does not shown in the formulation and has not been evaluated during
the studies.

2. As per the cover letter dated 08/27/2015, the chemical equation provided in section
Chemistry evaluates by-product that is not found under
Preliminary Analysis and is not mentioned in Discussion of Formation of Impurities.

3. As per the current CSF, it looks like the product is created by | EGGGG—_.- it
the active ingredient that is not in compliance with Description of Production Process

provided in MRID 49672601. It is impossible to explain the presence of |jjjjjin the
formulation without providing a pre-reaction CSF.
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Description of Materials Used to Produce the Product provided in MRID 49672601 does
not contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

As per MRID 49672601, the product is ready for sell and distribution after some time
delay from the date of production and packaging. However, the time delay value is not
provided. The requirements of Guideline 830.1620 (Description of Production Process)
are not satisfied.

Discussion of Formation of Impurities is not supported with chemical equations
describing the transformation of starting materials into the final product and by-products
and the Preliminary Analysis data. No assessment was conducted to get an amount of
mentioned ||| The requirements of Guideline 830.1670 are not
satisfied.

Preliminary analysis study is not acceptable because the analysis did not evaluate an
impurity mentioned in section Discussion of Formation of Impurities of MRID
49672601, see Confidential Attachment, GRN 830.1670. The requirements of Guideline
830.1700 are not satisfied.

As per MRID 49672601, the upper certified limit has been fitted equal to production
concentration, and it is not based on the nominal concentration pertained to ready-to-use
product and/or Preliminary Analysis data. The lower certified limit is based on
accelerated storage stability test result that is not acceptable due to the temperature
deviation from the standard requirements (see Finding 8 below). Therefore, the
requirements of Guideline 830.1750 are not acceptable.

As per MRID 49672604 issued 08/21/2015, Storage Stability and Corrosion
Characteristics accelerated tests were conducted at temperature 40°C during 30 days. The
condition of the tests is based on old EPA internal instruction issued 3/31/2011 that is no
longer valid. The current requirements for an accelerated test are provided in EPA
Memorandum dated 11/16/2012. Therefore, the condition of the tests does not satisfy the
requirements of Guidelines 830.6317 and 830.6320, respectively.

In accordance with the Memorandum, for Storage Stability and Corrosion Characteristics,
the registrant should provide results for a minimum of 1 year from a GLP compliant
storage stability and corrosion characteristics study. The concentration of the active
ingredients in the product must be determined at the beginning of the test period and
every 3 months thereafter for a period of 1 year.

Or

Conduct a Storage Stability and Corrosion Characteristics study for 14 days at elevated
temperature 54°C+2°C. The test shall be conducted in compliance with the Good
Laboratory Practice standards (GLP) under 40 CFR Part 160.135(b). The concentration(s)
of the active ingredient(s) in the product shall be determined at the beginning of the test
period and after 14 days, using a validated analytical method. The product should be
quantitatively analyzed for active ingredient content and changes in impurities as a result
of degradation or packaging deterioration over the test period. Either test should be
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Confidential Appendix A

830.1550. Product Identity and Composition

EPA Reg. No. 91685-R is an end-use product, containing the active ingredients Hypochlorous
Acid, CAS No. 7790-92-3 with a label claim nominal concentration of 0.45%, and other
ingredients content of 99.55%. The product is intended to reduce bacterial pathogens on
processed fruit and vegetable surfaces. The product is produced by an integrated system. The
requirements of Guideline 830.1550 are satisfied.

830.1600. Description of Materials Used to Produce the Product

Description of Materials Used to Produce the Product provided in MRID 49672601 does not
contain a solvent. The requirements of Guideline 830.1600 are not satisfied.

830.1620. Description of Production Process

As per MRID 49672601, the product is ready for sell and distribution after some time delay from
the date of production and packaging. However, the time delay value is not provided.
Additionally, the Description is not accompanied with chemical equations describing
scientifically the production process with evaluation of by-products. The requirements of
Guideline 830.1620 are not satisfied.

830.1670. Discussion of Formation of Impurities

Data provided in MRID 49672601 describe the formation of impurities during the production
process not based on established chemical theory without providing chemi S
pertained to the current production process. The study only mentioned m‘n
the product but no data about its amount (concentration) are provided. The requirements of

Guideline 830.1670 are not satisfied.

830.1700. Preliminary Analysis

Preliminary Analysis data are provided in MRID 49672602 and are listed in the table below. The
study is not acceptable because the analysis did not evaluate_mentioned in section
Discussion of Formation of Impurities of MRID 49672601 as well as other possible by-products.

*Manufacturing process information may be entitled to confidential treatment*
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*Manufacturing process information may be entitled to confidential treatment*

Notes to PM:

I

2

The substance tested for group B data and described in MRID 49672603 has a higher
level of the nominal concentration compared with the same on the CSF and the label

(0.65% vs 0.45%). Additionally, the test substance contains an impurity |Gz
that is not shown

in the formulation and has not been evaluated during the studies. Thus, the group B data
are questionable.

As per the cover letter dated 08/27/2015.  the chemical eguation provided in section
Chemistry evaluates by-productﬂ that was not found under
Preliminary Analysis and is not mentioned in Discussion of Formation of Impurities.

As per the current CSF, it looks like the product is created by || EGGG_- it
the active ingredient that is not in compliance with Description of Production Process

provided in MRID 49672601.
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